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Patent Use Codes, the Orange Book and Section viii 
Statements: A Response to Terry Mahn’s Is it time for FDA to 
revise its Orange Book rules to deal with “skinny-labeled” generic 
drugs?  
Frederick (Rick) R. Ball, Partner, Duane Morris LLP and Elese Hanson, Associate, Duane Morris LLP

I .  I N T R O D U C T I O N

Since the Federal Circuit’s decision in Novo Nordisk v. Caraco,1 the issue of patent use codes has been at the forefront of the 
pharmaceutical community. Because the Caraco decision permits manipulation of the patent use codes listed in the Orange 
Book by brand companies to thwart generic competition legislation, corresponding Food and Drug Administration (FDA) 
regulations should be put in place to stop these practices. A simple solution is best—the use code descriptions should be 
the same as the claim language in the method of use patent.2

Terry Mahn’s proposals in Is it time for FDA to revise its Orange Book rules to deal with “skinny-labeled” generic drugs?3 would 
undermine the competitive framework designed by Congress when it amended Hatch-Waxman. The Hatch-Waxman Act 
was enacted to provide an abbreviated pathway for generic drug approval.4 Rather than acknowledge that the issue in Caraco 
was that of a new drug application (NDA) filer abusing the system by purposefully drafting an overly broad use code in order 
to delay generic competition,5 the article creates a non-existent “skinny-labeling problem” by questioning the safety and 
efficacy of generic drugs that have been approved for less than all of the indications of the brand pharmaceutical product. 
Regardless of the labeling, in order to obtain approval, the proposed product in an abbreviated new drug application 
(ANDA) must be shown to be bioequivalent to the reference listed drug (RLD).6 Through the citizen petition process, brand 
pharmaceutical companies already have a method to address safety concerns relating to any generic product.7 Thus, Mahn’s 
article presents a straw man when it comes to the issue of safety and generic substitution. 

The real issue is the brand pharmaceutical community’s abuse of the use code regulations. Although the Hatch-Waxman 
Act was amended in 2003 to provide a private cause of action to correct or delete patent information improperly listed in 
the Orange Book, in Caraco,8 the Federal Circuit construed that provision as inapplicable to use codes. The dissent accurately 
stated the net result of the majority’s holding, namely that “a patent can be listed in the Orange Book as erroneously covering 
approved use A, despite the fact that the patent actually covers approved use B, and the counterclaim provision provides 
no mechanism for correction.”9 In order to prevent this abuse, FDA should require that use code information be identical 
to the claim language in the patent and, should that not be the case, generic companies should have a statutory remedy 
pursuant to the counterclaim provisions. 

P O L I C Y  R E C O M M E N D A T I O N S

•	 Require use code descriptions be identical to the claim language in the patent.  

•	 Allow the declaratory judgment section of the statute to be used to correct improper use codes. 

•	 Maintain adequate protections against any inappropriate use of the section viii immediate approval pathway 
that already exist within the current Hatch-Waxman framework. 
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I I .  B A C K G R O U N D

The Hatch-Waxman Act was originally enacted in 1984.10 At that time, just under 20 percent of pharmaceuticals were 
generic.11 One of the primary policy goals behind the Hatch-Waxman Act was to “make available more low cost generic 
drugs” to consumers.12 To this end, Hatch-Waxman has been a great success. Presently, 75 percent of all prescriptions are 
filled with a generic drug. However, those prescriptions only account for 22 percent of the total dollars spent on prescription 
drugs.13 During the past 10 years, generic drugs have saved the U.S. healthcare system nearly $824 billion.14 While this savings 
is ultimately a boon to American consumers and the U.S. healthcare system, it is not desirable to brand pharmaceutical 
companies. As a result, the statutory scheme has not been without its fair share of manipulation, most of which is the direct 
result of brand pharmaceutical companies’ attempts to delay or eliminate generic competition. 

Under the Hatch-Waxman Act, FDA is required to maintain and publish a list of patents associated with approved drugs that 
may be infringed by generic entry.15 This list is published in what is known as the Approved Drug Products with Therapeutic 
Equivalence Evaluations or, more commonly, the “Orange Book.”16 

For an NDA applicant, the Orange Book may serve as a method to deter generic competition. Upon filing an NDA, the 
applicant must submit not only the necessary scientific information and clinical studies, but also a list of any patents that 
may reasonably be asserted against an allegedly infringing generic product.17 FDA’s regulations provide that patents that 
may be listed include “drug substance (active ingredient) patents, drug product (formulation and composition) patents, and 
method of use patents.”18 For patents that claim a method of use, the only relevant patents are those that claim “indications 
or other conditions of use that are described in the pending or approved application.”19 Once the NDA is approved, FDA 
then lists the relevant patents in the Orange Book, thus providing future ANDA applicants notice of the patents that the 
NDA applicant believes are applicable. 

In 2003, FDA issued additional regulations relating to method of use patents. Specifically, the FDA regulations provided 
that the NDA holder must submit to the Orange Book, under penalty of perjury, information for each method of use patent 
claiming the approved drug.20 This information, known as the “use code,” includes: 

(1) 	 Whether the patent claims one or more approved methods of using the approved drug product and 
a description of each approved method of use or indication and related patent claim of the patent 
being submitted; 

(2) 	 Identification of the specific section of the approved labeling for the drug product that corresponds 
to the method of use claimed by the patent submitted; and 

(3) 	 The description of the patented method of use as required for publication. 

21 C.F.R. § 314.53(C)(2)(i)(O).21 Despite these detailed requirements, FDA does not verify any of the information listed in the 
Orange Book, viewing its role with respect to any patent issue as purely “ministerial.”22 

When filing an ANDA, an ANDA applicant submits a certification as to each patent listed in the Orange Book.23 In what is 
known as a “Paragraph IV certification,” the ANDA applicant certifies that the patent is invalid or will not be infringed by 
the proposed ANDA product.24 A Paragraph IV certification carries with it both risk and reward. Upon filing a Paragraph IV 
certification, the ANDA applicant must provide notice to the NDA and patent holder(s).25 The ANDA applicant may then be 
sued for infringement.26 If the lawsuit is filed within 45 days of giving notice, a 30-month stay is initiated, during which FDA 
may not approve the ANDA.27 As a reward for challenging weak patents, the statute provides an incentive to the first ANDA 
applicant to file a Paragraph IV certification: 180 days of generic market exclusivity.28 This exclusivity is a driving force for the 
generic industry. 

An ANDA applicant does have an alternative route for immediate approval in the case of a method of use patent.29 In what 
is known as a “section viii statement,” the ANDA applicant can limit its application to unpatented uses.30 In addition, a section 
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viii statement can be used when a drug is indicated for multiple uses, should the ANDA applicant choose to seek approval 
for only one or a portion of those indications.31 Through the operation of a section viii statement, the ANDA labeling is 
revised to include only the indications for which the ANDA applicant seeks approval.32 

In order to protect their market position, brand companies usually obtain multiple patents that relate to the approved drug. 
For example, an NDA applicant may list a patent for the active ingredient, additional patents for one or more formulations, 
and additional patents for multiple uses. This strategy—obtaining and listing as many patents as possible in the Orange 
Book—may delay generic competition because any patent listed on the Orange Book, whether properly listed or not, must 
be addressed by the ANDA applicant. This process was particularly problematic prior to the 2003 Amendments: 

Orange Book listing elevates every patent as a potential source of delay to generic competition. As both 
innovator and generic drug manufacturers have learned, the Orange Book can be a strategic weapon, 
providing an advanced warning mechanism to the marketing department for possible tactical response, 
and giving the patentee/NDA holder almost automatic injunctive relief for even marginal infringement 
claims. Adding to a patentee/NDA holder’s advantage is FDA’s long-standing policy of avoiding patent 
disputes, as evidenced by its willingness to list in the Orange Book virtually any patent submitted by an 
NDA holder and its refusal to hear any challenge to the adequacy or completeness of a generic applicant’s 
Paragraph IV certification. NDA holders, therefore, literally are encouraged by FDA rules to ‘evergreen their 
drug patents.’ By filing and refiling ‘improvement’ patents for the same basic drug product, they are able 
to create a minefield for generic applicants.33

Prior to the 2003 Amendments, each time the NDA holder listed an additional patent in the Orange Book, it created an 
opportunity for an additional 30-month stay.34 For example, for Paxil® (paroxetine hydrochloride), additional stays were 
initiated beginning 17 months into the first 30-month stay.35 This resulted in a total stay of 65 months, with the brand 
company generating more than $1 billion in net sales during the year the second stay was issued.36 The 2003 Amendments 
addressed this problem by providing a product-by-product certification scheme.37 Under the current law, a patent listed 
on the Orange Book after the submission of an ANDA does not generate a new 30-month stay, even though a certification 
is required.38 Now brand pharmaceutical companies are playing a new game: by inaccurately describing the scope of their 
method of use patents to FDA, they are limiting the immediate approval pathway provided by section viii.

I I I .  I S S U E S  I N  D I S P U T E

A.	 NDA holders are drafting overly broad or inaccurate use codes in order keep generics 	
	 off the market by rendering section viii null and void. 

While Mahn’s article argues that ANDA applicants are abusing the Hatch-Waxman regime, quite the opposite is true. The 
facts of the Caraco case neatly illustrate the problem. The ANDA applicant, Caraco, filed an ANDA for a generic version of 
Prandin® (repaglinide).39 Prandin is approved for treatment of three uses: “(1) repaglinide by itself (i.e., monotherapy); (2) 
repaglinide in combination with metformin; and (3) repaglinide in combination with thiazolidinediones (‘TZDs’).”40 Initially, 
Caraco filed a Paragraph IV certification with respect to U.S. Patent Number 6,677,358 (“the ’358 patent”).41 Claim 4 of the 
’358 patent recited “[a] method of treating non-insulin dependent diabetes mellitus (NIDDM) comprising administering to a 
patient in need of such treatment repaglinide in combination with metformin.”42 The original use code description provided 
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to FDA by Ferring accurately described this claim, stating that the patent covered the “use of repaglinide in combination 
with metformin to lower blood glucose.”43 Based on its understanding of the patent claim, as informed by the original use 
code, FDA recommended that Caraco file a split certification, amending its ANDA to include a Section viii statement as to 
the method claim.44 FDA stated that it would approve Caraco’s revised label.45 

Novo then took several steps to delay the approval of the ANDA and hamper the viability of Caraco’s section viii statement.46 
First, Novo moved for reconsideration, arguing that the revised label would present a safety and efficacy risk.47 Second, 
Novo submitted a revised use code narrative for the ’358 patent.48 The revised use code was broader, describing the patent’s 
single method claim as covering a “method for improving glycemic control in adults with type 2 diabetes mellitus.”49 Due 
to the overlap between the revised, broadened use code and the carved-out label, Caraco’s section viii statement was not 
allowed.50 And, consequently, Caraco’s label remained unrevised, with an indication that was stipulated to infringe the ’358 
patent.51 The ultimate end result: delay of approval of Caraco’s ANDA. 

Caraco is not the first time the Federal Circuit has encountered manipulative practices relating to the Orange Book. As the 
dissent noted, “[s]ome NDA filers realized that they could block generic competition by making unwarranted claims to 
patent coverage, for example, by listing in the Orange Book a patent for a method of use when in fact the patent was clearly 
inapplicable.”52 Moreover, as previously mentioned, prior to the 2003 Amendments, brand pharmaceutical companies used 
the Orange Book as a means to continually delay approval of ANDAs by obtaining multiple 30-month stays.53 FDA’s policy of 
not policing the Orange Book has only encouraged new and innovative ways of abusing the system. In response, Congress 
enacted counterclaim provisions to allow ANDA applicants to file a counterclaim against the NDA holder to “seek[] an order 
requiring [the brand company] to correct or delete the patent information submitted by the holder under [21 U.S.C. § 355(b) 
or (c)] on the ground that the patent does not claim either—(aa) the drug for which the application was approved; or (bb) 
an approved method of using the drug.”54 

B.	 The Federal Circuit’s decision in Caraco has provided a safe harbor for manipulation of 	
	 the use codes by brand pharmaceutical companies. 

The counterclaim provisions were enacted to “enforce the patent listing requirements at the FDA by allowing a generic 
applicant, when it has been sued for patent infringement, to file a counterclaim to have the brand company delist the 
patent or correct the patent information in FDA’s Orange Book.”55 These provisions were enacted at the same time FDA 
promulgated its 2003 regulations. FDA stated in the preamble to the 2003 regulations that use codes are important to both 
the FDA’s and ANDA applicant’s ability to determine unpatented uses for the RLD, such that a section viii statement could 
be filed to obtain immediate approval.56 Moreover, FDA sought to amend the previous practice, which required merely an 
unsworn certification from the NDA holder as to the appropriateness of its method of use patents for listing on the Orange 
Book. 

Under the agency’s regulations, if a party disputes the accuracy of patent information listed in the Orange Book, that party 
must notify FDA and FDA will, in turn, request that the NDA holder confirm the correctness of the information.57 However, 
FDA will not override the decisions made by the NDA holder.58 In other words, consistent with FDA’s “ministerial role,” if the 
NDA holder chooses not to correct or amend the patent information, nothing will be done by the agency itself.59 In view of 
this limited role, the only remedy for ANDA applicants lies with the courts.60 With its decision in Caraco, the Federal Circuit 
has closed off that option for ANDA applicants who wish to have a use code description corrected.61 
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C.	 FDA’s approval requirements for ANDAs are unaltered by the use of a section viii 		
	 statement and ensure safety and efficacy of generic drugs, regardless of whether that 	
	 drug is substituted for a carved-out indication. 

The Hatch-Waxman Act was designed to provide an abbreviated pathway for generic drug approval. Under the statutory and 
regulatory framework, an ANDA applicant may rely on the safety and efficacy data provided in the NDA for the same drug.62 
Two concepts are important to the abbreviated pathway: bioavailability and bioequivalence. Bioavailability is defined as 
“the rate and extent to which the active ingredient or active moiety is absorbed from a drug product and becomes available 
at the site of action. For drug products that are not intended to be absorbed into the bloodstream, bioavailability may be 
assessed by measurements intended to reflect the rate and extent to which the active ingredient or active moiety becomes 
available at the site of action.”63 The statute requires that the ANDA product be “bioequivalent” to the reference listed drug 
of the NDA.64 Bioequivalence means that there is an “absence of a significant difference in the rate and extent to which the 
active ingredient or active moiety in pharmaceutical equivalents or pharmaceutical alternatives becomes available at 
the site of drug action when administered at the same molar dose under similar conditions in an appropriately designed 
study.”65 Thus, bioequivalence is a comparison of the bioavailability of the ANDA product to the RLD.66 FDA has promulgated 
regulations that outline how to demonstrate bioequivalence for a variety of products.67 Since some products are taken 
orally, others applied topically, some are inhaled and others may be injected, the determination of bioavailability (and 
therefore bioequivalence) varies.68 Nonetheless, in vivo studies are the most common method of proving bioequivalence.69 

Aside from proving bioequivalence, the ANDA applicant must show that any changes made to the formulation do not pose 
safety or efficacy concerns. Specifically, section 355(j)(4)(H) provides that an ANDA must be approved unless, for example, 
there is information submitted or known to FDA which shows that: 

(i) the inactive ingredients of the drug are unsafe for use under the conditions prescribed, recommended, 
or suggested in the labeling proposed for the drug, or (ii) the composition of the drug is unsafe under 
such (ii) conditions because of the type or quantity of inactive ingredients included or the manner in 
which the inactive ingredients are included.70 

While FDA’s policies allow for liberal excipient changes with respect to solid oral dosage forms, the same cannot be said for 
various liquid formulations.71 Moreover, in some circumstances there are financial disadvantages to changing an excipient.72 
In sum, contrary to Mahn’s assertions, both the statute and FDA regulations have more than adequate mechanisms in place 
to ensure the safety of generic drugs subject to a “skinny label.” 

I V .  R E S E A R C H  A N D  R E S P O N S E

A.	 Require use code descriptions be identical to the claim language in the patent. 

In order to eliminate the possibility of an overly broad or inaccurate use code descriptions, FDA should revise its regulations 
to require that the use code description(s) is based on the exact language of the method claim(s) of the patent. The lesson 
learned from multiple Orange Book practices—listing patents in order to generate multiple 30-month stays prior to the 
2003 Amendments,73 listing patents that are irrelevant to the RLD74 and now, revising the use code to cover more than the 
relevant method of use patent claims75—is simple: where there is any room for variability, there is room for abuse. Thus, 
from a policy perspective, legislation and corresponding FDA regulations should be put in place to stop these practices. A 
simple solution is best—the use code descriptions should be the same as the claim language in the method of use patent.
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B.	 Allow the declaratory judgment section of the statute to be used to correct improper 	
	 use codes. 

The Supreme Court should overrule the Federal Circuit’s decision in Caraco and adopt the common sense rationale set 
forth in the dissenting opinion of Judge Dyk. As Judge Dyk explained, “[t]he very enactment of the counterclaim provision 
assumed that no alternative remedy was available to an ANDA applicant challenging an Orange Book listing. Today’s 
decision strikingly limits the counterclaim provision with the consequence that, in all likelihood the ANDA applicant is left 
without any remedy to correct an erroneous Orange Book listing with respect to a method of use patent. This cannot be 
what Congress intended.”76 Due to FDA’s policy of not monitoring patent information submitted to the Orange Book, ANDA 
applicants need a remedy in the courts. Thus, properly construed, the Hatch-Waxman Act allows a court to order a patent 
holder to correct patent information submitted to FDA. Specifically, the declaratory judgment provisions allow an ANDA 
applicant to file a “counterclaim seeking an order requiring the [patent] holder to correct or delete the patent information 
submitted by the holder … on the ground that the patent does not claim … an approved method of using the drug.”77 
In other words, the statute allows an ANDA applicant a remedy in the courts to correct (or delete) patent information, 
including the use code, should it misstate the scope of the patent’s method claims. 

C.	 Maintain adequate protections against any inappropriate use of the section viii 		
	 immediate approval pathway that already exist within the current Hatch-Waxman 		
	 framework. 

Several factors mitigate against any abuse (or overuse) of the immediate approval pathway provided by section viii. First, 
while a section viii statement does not require notice to the NDA holder or patentee, section viii, in and of itself, does not 
provide for the 180 days of exclusivity: 

Paragraph IV certifications and section viii statements have quite different consequences. Applicants 
submitting Section viii statements have no obligation to provide notice, nor must they wait thirty months 
for FDA approval. As the district court explained, “the FDA may [thus] approve a section viii application 
immediately, making it an attractive route for generic manufacturers, even though a section viii statement 
does not entitle a successful applicant to the 180-day period of exclusivity bestowed on Paragraph IV 
applicants.”78 

As a result, the statute still provides an enormous incentive to file a Paragraph IV certification. Second, the label must contain 
at least one approved indication.79 Thus, the ANDA applicant cannot file multiple section viii statements, so as to eliminate 
every indication. Moreover, if there is only one approved indication for the RLD, a section viii statement is not a viable option.

A section viii statement is, however, a viable option for a RLD that is associated with several method of use patents. 
Under the veil of a concern for patient safety, Mahn argues that ANDA applications with labeling carve-outs should not 
be automatically substituted at the pharmacy level. In the preface to the Orange Book, FDA notes that “[t]herapeutic 
equivalence determinations are not made for unapproved, off-label indications.” However, therapeutic equivalence is tied 
primarily to FDA’s determination of bioequivalence. Products are therapeutically equivalent if: 

 (1) they are approved as safe and effective; (2) they are pharmaceutical equivalents in that they (a) contain 
identical amounts of the same active drug ingredient in the same dosage form and route of administration, 
and (b) meet compendial or other applicable standards of strength, quality, purity, and identity; (3) they 

are bioequivalent in that (a) they do not present a known or potential bioequivalence problem, and they 
meet an acceptable in vitro standard, or (b) if they do present such a known or potential problem, they 
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are shown to meet an appropriate bioequivalence standard; (4) they are adequately labeled; (5) they are 
manufactured in compliance with Current Good Manufacturing Practice regulations.80 

Thus, the primary technical concern for determining therapeutic equivalence of an ANDA application is bioequivalence. 

Given FDA’s well-accepted regulations for determining bioequivalence, one thing is clear: it is not the actual safety of 
generic drugs that is a concern to the brand pharmaceutical industry, but rather the increasing acceptance of generic 
pharmaceuticals by consumers, pharmacists and doctors.81 To the extent that safety is an issue for a particular drug, the 
citizen’s petition process allows any party to raise those concerns with FDA.82 

V .  I M P A C T  O F  P O L I C Y  R E C O M M E N D A T I O N S

By requiring the use code descriptions to be the same as the claim language in the Orange Book-listed method of use 
patents, the proposed policy not only seeks to avoid overburdening FDA, but also seeks to eliminate manipulation of the use 
code regulations. While it may be impossible to anticipate the next loophole, the motivation of the brand pharmaceutical 
community is certainly clear. Any proposal to eliminate section viii or otherwise alter the substitution of generic drugs for 
brand drugs should be seen for what it is: a mechanism to preserve the profits of the brand pharmaceutical industry. 

V I .  C O N C L U S I O N

With rising healthcare costs, the proposed policy will help to improve affordability and access to healthcare for Americans. 
Generic drugs are an essential piece of healthcare reform and the proposed policy is in the true spirit of the Hatch-Waxman Act. 
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